=> s jp01-203325/pn 
* L3 1 JP01-203325/PN 



(JP01 203325/PN) 



=> d abs 
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Gl 




I 

AB Pharmaceuticals, useful for prophylactic and therapeutic treatment of 

osteoporosis, contain benzimidazoles [ I ; R1 = H, Me; R2 = (f I uor i nated) 
CI -8 alkyl; n = 0, 1] or their salts. I (R1 = Me, R2 = CH2CF3, n = 
1)0 0 at 10 fxg/mL showed 64. OK bone Ca mobilization compared to 79. 0% 
of the control, omeprazole. Tablets were formulated contg. II 50, corn 
starch 30, lactose 113.4, hydroxypropy I cellulose 6, and Mg stearate 0.6 
mg. LD50 of II was >2000 mg/kg in mice p.o. 



=> 



a; 
if" 



v 



* K 



=> s cn1235018/pn 

L1 1 CN1235018/PN 

=> d abs 
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AB The freeze-dried injection is composed of pantoprazole 1, excipient 1-5, 
metal ion chelator 0.05-2 part, and pH regulator, and its pH is 9-12.5. 
The excipient is mannitol, glucose, NaCI, or dextran. The metal ion 
chelator is e.g. EDTA, citric acid, tartaric acid, or their salt. The pH 
regulator is d i ethano I ami ne, e thano I ami ne, d i i sopropy I ami ne, 
di isopropanolamine, triethanolamine, 1, 2- hexaned i ami ne, Na2C03, 
isopropanolami ne, NaOH, K0H, Na or K citrate, K or Na D-b i tart rate, K or 
Na metaphosphate, NaHC03, KHC03, (NH4)2C03, Na2HP04, or K2HP04. The 
injection is prepd. by dissolving the ingredients in water, adjusting pH 
with pH regulator, decoloring with 0.1-0.5% activated C for injection, 
filtering, sterilizing, filling, and f reeze-drying. 

=> 



» 
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=> e CN1 23501 8/pn 



El 1 CN1235016/PN 

E2 1 CN1235017/PN 

E3 1 — > CN1 23501 8/PN 

E4 1 CN1 23501 9/PN 

E5 1 CN1235O20/PN 

E6 1 CN1235021/PN 

E7 1 CN1235022/PN 

E8 . 1 CN1235023/PN 

E9 1 CN1235024/PN 

E10 1 CN1235025/PN 

E11 1 CN1235026/PN 

E12 1 CN1235027/PN 

=> s e3 

LI 1 CN1 23501 8/PN 



=> d 11 all 
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AN 2000-137652 [13] WPIDS 
DNC C2000-042371 

Tl Preparation of freeze-dried pantoprazole injection. 
DC B02 

IN SHEN, Z; WANG, D; WANG, X 

PA (DONG-N) DONGYU PHARM CO LTD SHENYANG CITY 

CYC 1 

Pi CN 1235018 A 19991117 (200013)* A61K009-19 

APT CN 1235018 A CN 1999-112872 19990422 

PRAI CN 1999-112872 19990422 

IC I CM A61K009-19 
ICS A61K031-41 

AB CN 1235018 A UPAB: 20000313 

Freeze-dried injection powder of pantoprazole sodium containing no 
crystallised water with pH value of 9-12.5 is composed of pantoprazole 
sodium (1 wt.%), freeze-dried powder supporting agent (1-5 wt.%), metal 
ion complexing agent (0.05-2 wt.30 and pH regulator. Its preparing 
process includes filtering to remove carbon, sterilising and pouring. At 
first, it is pre-frozen at -35 to -55 deg. C. After this temperature is 
maintained for 1-4 hours, it is vacuumised and the temperature is raised 
to 10-50 deg. C within 15-30 hours while vacuum state is maintained for 
3-10 hours. After nitrogen is aerated, it is stored. Its advantages 
include high stability to light, heat, oxygen and water, no content of 



4 
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crystallised water and easy operation. It can be used for intravenous 

drip without any toxic side effect. 

Dwg. 0 
FS CPI 
FA AB 

MC CPI: B06-D05; B12-M11G 
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[i9]+*AR#»M*JWU*«J» 



[5l]lnt.Cl 6 



/.V 




A61K 9/19 
A61K 31/41 



[21] $Tjf*| 99112872.9 



[43]tt3f B 1999 *f 11 M 17 H 



[ll]'£?F^ CN 1235018A 



[22]$fl|B 99.4.22 [21]$*^ 99112872.9 

110036 ii'r^ttPHTP^m-Ka:^® 100 

18^- 



KMX 5fc S 



rspjrm i is 4 js Rfamss: o ji 



[57]«W 

^*«mi*»*^f»«-m ,ph{s«e 9~i2.s z.m, mm, 

^H,Ji^;-t3teSi J)SJg-55~-35X:,«S 1-4/jNBt, 
7ftt»K2!,# 15-30 *Btft,*M*fl-£ 10-50T:, 

3-10 /M*t;3fcas#jK, BP^PJ^T 



CM 

I 

oo 



4 



t 

v 



i 

v 



# $i m * * 



^ph*?**,***** 

4tMi*f 0. 05-2 

Jfe*;pH4tmir*|ifee-z,i[j», -ZJMfe* n#wa>iK> = 

1,2- e-^, it***** -Jitefcaah ft 

##*m*x D-im^ *** 
****** «**$> ***** **ft-#i> ** 

"it — -4?Po 

2. jff*^****7#*HN. £#$E£^:pH*£l0~11.5 

3. Hfr«|||»ifj|iN^t«l4f^HNI!lfm ##fc£-f : *# 

******* ^ ^tmiiNbjiw^^Mi * AiMtta # ph 99 tm 

WpH^JIit^^g, inAO. 1-0. 5%wt «;4hB!*&&, it*BMfe, **: #4b* 
55— 36"C, #*l~4/|NBf,7f##*£, £l5~30^llfrft,#j&£#mi0~ 
50^, 3-10 



• - 

& m # 



&«*4*#^F#4J- 1995 #■ § BykGuloden ^ * * 7 WI, & 

ft*;pHtt1Wir*|ife&-r l »jR, -ZJMK = 

l,2-G-JK, i&*#1*#i> 4mjma* -*#*4j»h £ 

«UMft* D-WFlftftff. »^«, 

-1- 



• 



4¥x KM**, «#**4fc, ***** **#, ***-«* ** 

J6&*tt* AiMMAII^II^^Att«J94c«#M f « pHMITMUpH 

.MA ioAO. 1-0. 5% 5&&#, £t$J»*, *£: *jfe*#|£- 
55 — 35*C, **l~4'Mfr, ?f##*£, £15~30/W#, #2ft^^l0-50 o C, * 

**#*&3~io/h*h ;£*#*<> 

**fc*****tt*^*M*fc. &;frAtr 

If IMfrpHftiWfc, *i±8or *#T*###-sr*i, *He#*4frfcpHii ^±.*£&?3 

an*, w^phh. 5 **at*« 

pH*4^&*<tt*£*tt£* 

pH# ^**fc 

12 98.7 

11. 5 98. 5 

11 98.1 

10 97.2 

9 95. 8 

8 93.6 

7 91.5 
^pH*ir^tf;4^tii##A,5JI!!pHtf[it*,^^10O ml 0.9%*fc*|*8% 

***iUttt##&pHft:f:*j*£jE**^^ H****tt 

*££*pH 9-12.5 , ft£pHflU0~IL5 , ^^0.9%^^*5% 

6 /Jn iftMtM , ft |fe &* ft** T* . 
*ftW*^t4***'^##«,|f#it«+*AT^***il^*,pHft* 



£jfefli 

DiW^l^: *M6&«*4ft 42.4 g( ft ^##&<& 40,0 g) 

# SI # 140.0 g 

* « ?*4ft 5.0 g 
£ ft fttfl if* 

& It flsjc 2000 ml 



*l # iooo £ 

2)«#i2:H«:^f^t^ ##^,im^i^7Kl800 ml, 

/8 26% NaOHiflpH U. 5-12. 5 , 0. 3% £3L&#20 
min, at*^,«a±«^Li«|l^m,#>56»&^^2000 ml, 
$t,&3L&l2 ml, ^*S^0r,#*2^Bt,^^T,*l7^/>Bt^,a^*-40t; 
^20r^^##*$5/lNBt,%tii^iR.,>JK*,H^JSL^ 1 5o 

^^12 

JHt&IHft 42.4 gC^f^ft&'SMO.O g) 

Kf ^ # 150.0 g 

flc*kB*-4ft 4.0 g 

#*-*4ft *ft 
& # 2000 ml 



M 4t iooo £ 

* ft & * 4ft. 42.4 *(#iS^?Me&«U0.0 g) 

* -ft 4ft 135.0 g 

4.8 g 



3- 



'i 



# w m & ^* 

£. jjt 2000 ml 



M iooo£ 

£jfe#|4 

#&&«MA 42. 4 g( # ^ ^?Me&*40. 0 g) 

* Ik #lf 120.0 g 

iff ^ <MA 6.0 g 



ft mm® 

$ Mfc 2000 ml 



♦J # 1000 £ 
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[19] ^mA^mammm^mm mmd&m) m 
[12] mmtfttbm'&mmm 

[21] ttllS*-^ 99112872:9 : 

[43] M B 1999 ¥11^17 0 [ll] 4>l§Wt CN 12350 18A 

' - , * 

[22] mmB 99.4.22 [21] tHS#-S§-. 99112872.9 

[7ii ""mmX "mmm^mm^m^m , " 

&ffi 110036 Ifffilfli^ftaHtS 100-18 -if 

[72] mmm mem ber^ mmfe 

[74] tiw^iii 4»H?4^^^#fF*^. 

* * * " ' 

H*ljg5f<» l^— Uisj«4^-^ ^#Sffio^->? 

[54] 3§BJ§£>£*fc 71 » ^7 7-;!/ (pantoprazole) • ± h U *J k~7 U —X K fft5fc (T 
[57] H&J • ' ' 

•j- hj i tc-*fu 7 u— x F^-r^^^j i~5»-.£*<*>«<ffreraRi 0.05—2 

-5. J-fE^fB'&Li&i&bT* — jK>l»3stl8«fefT tx. $gM5. 55~-35°C 
£Tir?£$[W *C0** 1~4 RMB«»l>*d.*^>«Jlffi§l«*fif'5. 15—30 B#P^7&>ttTia 

S£ io~5ot;£T&tf, K^as^io-i^iiBOTTs.'-cinkia^^JKTtiRj^u — 
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X 

mMtfi&M>7k&^£te^7V-X\ i 7<mM&.friMX fc <9> pH m\t 9~12.5 <Z)^Bi*ifc$> 
/^h^ 1 /-^ - tJ-MJ^A 1 

7'J-7:K7'f^*^J 1~5 

&m<*>$gik€?M 0.05—2 

7U— XK5<»*X»JWtt*»tt©3£»JWTr, 77'Jh-Jk ^FC7«, 

Nad, r^h7>©^W$MT5. &JR<:*>«8{t^»Jttx^-!*-$;i4ft, 

JI/7 5X h'JX^7-J|/7 5X l,2-Xfl/>y7 5X *S*R»t S 'J «7A, J£iH£i 
R^MJ^A. — 7k&mi-bVO&. -fy7"D/V-;i'7 5X t/X^7-^75X 

MJ # A, 7fC^ffc7JU r 7A* ^7X>it h U r/A. ^X>S* 'J 17A, D-g5t 
zKStTJ'J^A, jgEKj&U^A^HJtfA, * ^ U U V A. 4? 'J 'J >Wtfi 'J 
A, ^^'J^th'J^A, *afc**W-HJtfA, &K7K3§#UtfA, KKT^^A, 
U >»*3fl— 7^ MJ r7A, 'J >®?7K^— * U ^ACD^^MiRTS. 

2. tffijs^tfi ca^5/i> h 7*7 • t > u ^ a 7 u - XF^^m^mttmoft 
mtpumw 10—11.5 <Dmmfa\z$>z>z. L-e&z. 

&!6fflfciKS5«fc5k:MI&U 0.1~0.5%wt <2ft^ffl?5'f£jGK£ cnMlTA- 

wffifflL, -eoanffis^sBMfi-r*. 15-30 &#iw;w*Tffl&& io~5o°c£-c-_kW\ jt^ 
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» 

ffi{fctt»*fC«, W'm. "h-f^M^ gg^glfflt*. j»«ttftjfi#;ftt* Zollinger-Ellison 
^7>J-XK7-f^*aitli:Lfc. 

*T?**.V1> h Zf^/—)U • h ij VAy U -X h*7^^a»i(J 1995 ^{cTTdU* 
-fy© BykGulbden tts5«3 — D y/^Wff^Uftff oTUS. W«»8jBB/t>h77. 

*5S«'©§Wtt, ^ LTSSfJTT?. ^a7jc^tSf, ; SoW^ 

pH fitt 9-12.5 (Dmmmzfo 0. fi)c^tUT/t>>7 p 7 , /-Jl/- ± MJ "^A," 7U-XF 

/t>h7'7 , y-j|/-thU^A 1 
7U-XF7<«^J 1-5 
&JR< *->«MfrfrJffl 0.05-2 

x>k; u >^z>f t-7i7 c ;^u &^©^n©F^^f>ji^'-r-5 0 p hi* 

g^M-yx* >, -xyy -)iy-^ >; 5^ y y a tf)U7 5>, vH* y Xp/i 
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J-)V7S.y. h'JX^;-^75X l,2-Xfl/>y7$>, h U £ A, fiS 

>. *fcfW-HJ£A, zkBg{fc;frU£A. ^X>m^-h'J^A, ^X>»*UC7A. D-jg 
5^7K^^'J^A, S5K*'J^A^-hU^A, .* ^ U 'J £ A, sJ?U**y>*# 

^7 a, v>m.7m—±b<) r y&, v>mfcm— t>*)oi±<Dq> fremiti-? z>. 

«TpHffi*£l!SfrteHK«i:*«fc3K:»IWU 0.1~0.5%wa^ffifStt^^l)P^, 

l~4B#rafiH&U J t<D'&MQ 1 l\g$:ffl!&-tZ>. 15-30 WHBM»W-T»flE£ 10~50*C 

U ^^©^ft^lfilltS d SsJnS#Vt> h^'/- ;i/ • ^" h 'J r>A<7> 2 

& « t fc ne*i* @ al o m tarn e n& v ». 

<0#Jfc<&i|g** /1> Vf^J— ;U • ± h U ^A« pHll £t-t"T?£j£14d*« < fc 0 , 

pH11.5 ^ig^St^^^tcMlgfc^sct^^ofe. i|g*fconTttT*£#Jie. 

P H M<i:/1> • ± h 'J #A<D&J&ft£0>fBHM0* 



pHffi 




12 


98.7 


11.5 


98.5 


11 


98.1 


10 


97.2 


9 


95.8 


8 


93.6 


7 


91.5 



100ml (7) 0.9%<DmtT h'J^ASfctt 5%®^ K^»aS*JlT*3WLfcl^fc:. pH {i£lE 
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p D p^7;i/^7 Uit«pH9~12.5 tb, pH ft 10-11.5 So dCD^^te 0.9%£>1£[ 

ot^j i . 

1) iiOJUJj : 1 . 

nyvzf^v— )v- -twoa 42.4 g ;u4o.og»^ffla) 
Tt> u I — : i4o.og 

^X>M±b'J£A <'5:0g 

a#tffl7R r 2,000ml 



M 1,000 

2) mm^m:^m<D/^>b^^^/-jv- ^mj^a, t^ui — ;k ^x>^h7K 

h 'J #A£8t9, 1,800ml <Daitffl7jc£:Jjn;tTJt#U ^-n£ 25%<7> NaOH T 

pHii.5~i2.5 icwfflf-r*. 0.3&©ftlMifiH£&£;!jQ*.. ^tScdTt: 20 #Jft#-T 5. cm 

SiiLT 2,000ml -5. ^W*^PJ^ l/T 1 * t#5 2ml -40*0 3;-*? 

TO«Lfc«2ii*mi«au, 7'j-XH7-f i7i$p B w:m&^£-4o < C7^6 

3HSS#J 2 

/t>h^J/— )V - ^"h'J^A 42.4g (/1> h7"7 1 /- ;U40.0g (CfBS) 



^H^W " 150.0g 

x y-v s ;ux-7- h u -7 a 4.o g 

U >m_ Tkf^ h ij >7 A jg* 

ffiWM* 2,000ml 



& 1,000 * 



H#&&®&m¥TY2003-130¥mmtiim&^ 99112872 9. 



_9.DOC 



3 

/Oh7 7y-J|/ • ± h U OA 



42.4g (/t> h */—;(, 40 Qg 

I35.0g 

4.8g 



2,000ml 



1,000 * 



42.4g (/1>S^y-;i,40.0gfCffia) 
120.0g 

6.0g 



2,000ml 



1,000 & 



